with a novel non-anthracycline schedule using front-line Herceptin in combination with docetaxel and carboplatin [5] . Even at this early stage the combined American analysis is already showing a significant survival benefit and strong trends towards improved survival are emerging in the others. In practical terms these results mean on average a 20% absolute improvement in the predicted 4-year survival with Herceptin treatment [3] and for those patients at highest risk the absolute gain will probably be greater. Breast cancer specialists see these results as unprecedented; when they were presented for the first time early last summer they were greeted with a gasp of surprise and prolonged applause from the thousands of delegates in the audience. Nevertheless the criticism that the results are premature must be taken seriously. There are many examples elsewhere in cancer medicine of promising early results failing the test of time. Here, however, we believe that long-term confidence is justified for two very good reasons: first, the trials are very large with enormous statistical power; the p value on the combined USA data was 3 × 10 -12 , and all 4 trials showed very similar results. Second, the simple fact is that twenty years of experience in adjuvant breast cancer trials for both endocrine therapy and chemotherapy have consistently shown that early benefits are sustained with time and indeed often improved [6] . This is of course not a guarantee that the same will be true for Herceptin, but those of us who treat breast cancer believe that the magnitude of the early benefit and the great weight of past evidence justifies our optimism and enthusiasm. The other main criticism of these trials concerns safety issues. In the early trials in metastatic disease, Herceptin quite unexpectedly was found to be associated with an increased risk of cardiotoxicity, particularly when given in combination with or shortly after anthracyclines. The adjuvant trials were therefore designed to give Herceptin after rather than with anthracyclines. Despite this the B-31 trial has shown an increase in Trastuzumab (Herceptin ® , Hoffmann-La Roche, GrenzachWyhlen, Germany) is a humanised monoclonal antibody developed against the HER2 transmembrane growth factor receptor. HER2 over-expression occurs in around 20% of women with early breast cancer and is associated with an adverse prognosis. A few years ago Herceptin was shown to be active as a single agent against metastatic breast cancer and to improve survival markedly when given in combination with chemotherapy. Based on these results, 4 large randomised adjuvant Herceptin trials were set up around the world. First results were announced recently and have created a great wave of publicity and controversy. On the one hand they have been welcomed with excitement and enthusiasm by breast cancer specialists everywhere and hailed by an international expert as 'simply stunning' [1] . On the other hand they have been questioned by public health specialists and criticised by a leading medical journal as being 'premature' and 'insufficient to make reliable judgements' [2] . How are the public and in particular patients with breast cancer to judge these widely differing views? The background to this debate is as follows. The 4 trials involve more than 13,000 high-risk women with HER2-positive early breast cancer, most but not all of whom had axillary lymph node involvement. All the trials used Herceptin for one year but given in slightly different ways. All of them have shown in their first planned analysis that Herceptin given with or after chemotherapy reduces the early risk of recurrence by around 50%. The 2 USA-based trials (NSAPBB-B31 and NC-CTGN-9831) have amalgamated their data and showed a Herceptin benefit in combination with paclitaxel chemotherapy following anthracycline treatment [3] . The HERA trial, based worldwide apart from the USA, showed similar efficacy with Herceptin given as single agent treatment after standard chemotherapy [4] . The BCIRG-006 trial, again worldwide, showed a benefit with docetaxel after anthracyclines, confirming the results of the American trials, but also showed benefit cardiotoxicity with Herceptin but it is small: the cumulative 3 year cardiotoxicity was 3.3% greater than in the control arm [7] . The incidence of cardiac failure in the HERA trial (with a longer interval between anthracycline chemotherapy and Herceptin) was 1.7% including only 0.5% for severe failure. Furthermore Herceptin-induced cardiac failure usually responds well to treatment [8] and so far there has only been one Herceptin-related cardiac death in all 4 trials. Many thousands of additional women have received Herceptin over the last 10 years for metastatic breast cancer and no other significant toxicities have emerged. Careful further observation is essential for all patients in these trials, but the argument that adjuvant Herceptin should not yet be made readily available because of toxicity fears is unwarranted; the evidence at present shows that the potential benefits far outweigh the risks. Everyone must keep an open mind as results mature and many questions remain unanswered. The best schedule and the optimal duration of treatment have yet to be determined. The HERA trial is assessing 2 years of treatment as well as 1, and in contrast a small trial from Finland has suggested provocatively that very short duration Herceptin may also be very effective. The results relate only to women with high-risk cancers also requiring chemotherapy; there is no good evidence for benefit in low-risk women. The treatment is undeniably expensive, but the cost of treating recurrent breast cancer is even more so, and the prevention of relapse should lead to eventual savings. These issues will take a long time to resolve. Meanwhile breast cancer specialists around the world believe that women with high-risk HER2-positive breast cancer should be fully informed about the early Herceptin results, with appropriate caution on the absence of long-term data. On simple humanitarian grounds such information must also be accompanied by the right to have access to this treatment now, should they so choose. 
